a 2) *# it ta ± §k m i c * -5 l x r 4* m * *i h m m m. 



d9) m&tatommifemM 
(43) bis&mb 

2005 ^7 ^ 14 B (14.07.2005) 




PCT 



(10) i^Mif 
WO 2005/063713 Al 



(51) ll^!f#a 2 F^ia 7 : C07D 215/48, A61K 31/47, A61P 
9/10, 17/06, 27/02, 29/00, 35/00, 43/00 



PCT/JP2004/019223 



2004 ^12 ^22 B (22.12.2004) 



PP 



(21) HRSfciJfi|#-^: 

(22) m^thMB: 

(25) mmihmcDmm: 

(26) H(g^ia(DWl5: 



(30) ffiffcJt'r— 

4$ fig 2003-430939 

2003 ^12 ^25 0 (25.12.2003) JP 

(7i) mmx($km$:&<±T<Dmj£miz~Di\x): x— * 

*f ttitwtt (EISAI CO., LTD.) [JP/JP]; T 1128088 jt 
JRfRSiJjllE/J^Jll 4 TB 6# 1 O Tokyo (JP). 

(72) 

(75) f§B^#/ffiMA(*HICOLNT(D^j: t&lKt £Qj£ (MAT- 
SUSHIMA, Tomohiro) [JP/JP]; T 3002635 ^tSUo < 
firfi!^5Tp 1 »tt 3 X--0W 
fiff3S Fif ft Ibaraki (JP). * W (NAKAMURA, Taiju) 
[JP/JP]; T3140255 3?** Rfi AS&ttnT&LlJ 22f 
*fiX — -tF^«a#aft»»*Hrrt Ibaraki (JP). S 
— (YOSHIZAWA, Kazuhiro) [JP/JP]; T 3 140255 

l±JSS*HFJf Ibaraki (JP). Slffl Jl (KAMADA, At- 
sushi) [JP/JP]; =f 3002635 SEttJRO < ff rrT^^^ 5 T 
B 1 #*3X— !f -T*SC*a»[»WKBf ft Ibaraki 
(JP). iBBttK (AYATA, Yusuke) [JP/JP]; T 3 140255 

«*ft»»ai»Br»llJ2 2#»X— 1f-f»*#tt* 
g^UpJf ptg Ibaraki (JP). fn* fi 1 ?" (SUZUKI, Naoko) 
[JP/JP]; =r 3002635 3E«»0 < l£rfTJK3tt , & 5 TB 1 S 
Ml 3 X— «f -f**3C#aSttifiW36Bf ft Ibaraki (JP). # 
* 31 (ARIMOTO, Itaru) [JP/JP]; T 1128088 ^SClffiS: 



BlE/J^JII 4TB 6f 1 O-^- Tokyo (JP). « □ 
(SAKAGUCHI, Takahisa) [JP/JP]; T3002635 

< am 5 t b 1 3 x— ttsisasis 

fiff^tPJf 1*3 Ibaraki (JP). IfeUffl iEBf (GOTODA, Masa- 
haru) [JP/JP]; T3002635 < f^Tfi ^^c^ 5 T 

B 1 #*3 X — If *f *a*a»*W3SJJrrt Ibaraki 
(JP). 

(74) ftlA: S#JI| , ^(HASEGAWA, Yoshiki et al.); 
T 1040061 m^tP**IEffiffi-TB 1 0#6-^-$|jS 
7T— X hfcf^ftlKHIRWItaWRBf Tokyo (JP). 

(81) ti^IfS^O^^S^ ±T(D«K(DIIrt«ato< 

RTfltJ: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, 
BW, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, DM, 
DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, HR, HU, 
ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, 
LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, 
NI, NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, 
SG, SK, SL, SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US, 
UZ, VC, VN, YU, ZA, ZM, ZW. 



(84) Ji£ 



^RTtg): ARIPO (BW, GH, GM, KE, LS, MW, MZ, NA, 
SD, SL, SZ, TZ, UG, ZM, ZW), J.-7V7 (AM, AZ, 
BY, KG, KZ, MD, RU, TJ, TM), 3 — □ V /i (AT, BE, 
BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, 
IE, IS, IT, LT, LU, MC, NL, PL, PT, RO, SE, SI, SK, TR), 
OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, 
MR, NE, SN, TD, TG). 



3& mtt'&m 




pp 



(54) Title: CRYSTAL OF SALT OF 4-(3-CHLORO-4-(CYCLOPROPYLAMINOCARBONYL)AMINO-PHE- 

NOXY)-7-METHOXY-6-QUINOLINECARBOXAMIDE OR OF SOLVATE THEREOF AND PROCESSES FOR 
PRODUCING THESE 

m 

(54) 36M(D«fti: 4- {3-0 U P-4- {i/0 p^p tfjUT 5 J *;UtK — M 7^/71/ ^Pv) -7-> h^rV-6- 



(57) Abstract: Crystals of the hydrochloride, hydrobromide, p-toluenesulfonate, sulfate, methanesulfonate, or ethane sulfonate of 
4-(3-chloro-4-(cyclopropylamino-carbonyl)aminophenoxy)-7-methoxy-6-quinolinecarboxamide or crystals of a solvate of any of 
these. 



(57)53Kl: 4- (3-^PP-4- (y^ □ t>7 5 / ^3 JI/tH-JI/) TSy^i/^y) -7-> h + 



WO 2005/063713 



1 



PCT/JP2004/019223 



w m 

4-(3-^nn-4- {^uy°u\i 0 ;VT^/tl /V^^;V) T^jy^J^) -7- 
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[0002] #fF^Cmi<DHJg^j368^|Bft^tbTV^ N 4-(3-^nn-4-(v^n:/£ifc7VT^ 
y^/k^-/k)T^y^^y^v/)-7-^h^^-6-^yy>^/^dr^$K(MiJ^:4-[3- 
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[0005] _hte i M%m)%irz>fc$> \^ ^mm « 

< 3 > 4-(3-^na-4-(v^n:7°nfc7VT^y#/V^ /k) T^y^^ydf-^)-7-^h 
<4> 4-(3-^nn-4-(^n^nt°/VT^/^7/V^^/V) T^y^oi/^v-)^-^ 
<5> 4-(3-^nti-4-(^ti^°cit 0 /VT^y^77V^/V)T5y^3:y^)-7-yh 
<6> 4-(3-ynn-4-(^n7°ntVVT^y^/V^/V)T^y^a:y^)-7-yh 

^^-6-^yy^/v#^i^5K^^^^/v*^^^<z)^^/^/V7}N^i/K^p^^ 

±± m . 
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< 9 > 4-(3-^Pn-4-(^P^ntVV7V*;V^ /V) T^7ai/^»-7-^h 
^iX-6-^/y^#/l^^lKK<7}^>^/V^ 

&± e . 
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* <4>fB«(0^f B (B) ; 

<15> ^^X^HIJff^*5V>T, [lI$ff^S(2 0 +0. 2° )14. 20° *5j:t5l7. 59 
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O; 
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3, <4>fE*6tf>SNIi(C) ; 

<17-2> ^«l|3l^^h/V^*5V^. ^i5:579 + lcm" 1 ^TOt°— 
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<20> ^l^ilJl^^lvW^l^-C, ^#:1750±lcm _1 *Dit^l224±lcm _1 ^ 
<20-l> ^^KJiX^^h/V-iCfcV^T, ^i5cl750±lcm _1 ^^I|Xt°— 

<7>|E^o^b%(D ; 

<20-2> feftW&*^9YMZ.$5\^X^ ^#:1224±lcm" 1 t31^l|Xt 0 — 
5, <7>flEf6<Z>*t[§i(I) ; 

<21> ^*X^0iff^*5V^T, [H|$ff^S(2 0 ±0. 2° )15. 70° *5«fcm7. 18 
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<22> 0ftV&$UX<<?bMZ.$3\/^X^ ^#:l320±lcm" 1 *5j;l^997±lcm" 1 ^ 
KJRtr— ^Sr^rrs, <8>|B«©3Bfft(a); 

<22-l> i^^I&^^h/W^V^ ^#Cl320±lcm" 1 ^^I|5lt o — 
5, <8>fE<c»^lB(a) ; 

<22-2> jj^RJfc^^M'lCiSV^ ^^997±lcm _1 ^^I|Xt°— 
, <8>fE^<D^,f|(a); 

<23> ^X^0$fr^*DV^T, [U$ff^S(2e ±0. 2° )6. 48° *3j;t^9. 58° 
f-[U$fft 0 -^^ri-§, <8>|B*©3|$* (13); 

<24> ^^!ftJK*-'<£ r M'l;:*3Vv , C\ ^&1281 + lcm" 1 *5j;lF985±lcm" 1 ^ 
KJfcfcT— ^IrftS, <8>fB«(D^^ H (j3) ; 

<24-l> *^M^^h^{-*5VM:, ^^1281±lcm _1 {C^lt5lt°— ^Sr^Tt" 
3, <8>fE*^H,(j3) ; 

<24-2> i^M^^yh/W^V^T, ^#[985±lcm" 1 ^^JjJlt 0 — 
* <8>fB«(0^^ B (jS) ; 

< 25 > 4- (3-^on-4- (^^n^nt>7^y*;v#^;v) T^y^y^) -7-y 
Z-b&WHktirZ> s 4-(3-^nn-4-(^a7 B ntVVT^/^/v#^/v) TKT7s.S* 

< 25-1 > M^y— ^y— ;vt3z.\$.2--7vs</— /v~e&5 < 25 > IE 

< 26 > 4-(3-^nn-4-(^P7 , PtW75/*;^/V) T^y^y^) -7-y 

z.t&Wi$ktirZ>, 4-(3-^np-4-(^P7 p nW^;v#^;v) 

< 26-1 > 4-(3-^nn-4-(v-^n7 P nt°/VT5:y^/V^/V) T^y ^ydf- -» -7 
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< 26-2 > ^mW^tZS— /VHtd<&^?;— /V-?&>Z> < 26-1 > §B^<Z>$5Bt^-}fe 
T, 4-(3-^nn-4-(iy^n7°t2tVVT5y^/^ 

— /v) T^y^cny^-iy)-7-^h^r^-6-^yy^/^dri^5K ^^/mj^^^o 

*NI(B)<DjK^fSfc; 

< 28 > 4-(3-^dP-4-0>^n:/otVVT5/#/V^ /V) T5/7^/^riX)-7-^ 
I^^H^PSi-§r^^#tt^i-^,4-(3-^ciC2-4-(^n^cifcV^T^y^/^^^ 

< 29 > 4-(3-ynn-4-(^yn^°nt°/VT^y^/^^/V) T^/^/^r vO -7-^ 
hdr>/-6-dr/y^/^dr^5K ^^^/V*^(Dg^^P^)(D^^ H (I) 3o XTfMWi 

/^^ydf-^)-7-^hdr^-6-dr/y^/V^i^^K ^^y^MyitoislB (C) 

< 29-1 > /V, /V:£fcte2-:7°ny V— /k-C$)S< 29>fEic 

Z-k&W&tirZ), 4-(3-^nn-4-(^d:7 0 nfcVVT^y#/V^/V) T^/y^y^- 
is) -7-^b^-6-^/y ^/V^IKK ^^/V*l/mi&<DWM} (C) (Dm&jj 

< 30-1 > 4-(3-^nn-4-(^n^°tifcVVT5y^7^— 7V) T^/^y^r vO -7 
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< 30-2 > f ^1^2-^P/V-/K*I)5< 30-1 > fE^c^is^fe ; 

< 31 > 4-(3-^nn-4-(^n^°nt°/VT^y^/V^^/V) T^y^y^ v-) -7-y 
b^-6-^yy^/V^I^K y^^/W^^^d, (B) 

4-(3-^nn-4-(^n7 B Pt°;V7^;^;v) T^y^y^) -7-;*h 

< 32 > 4-(3-ynn-4-(iyyti7°citVVT5y^/^— /V) T^y^y^) -7-y 

Z.k&W$ttirZ>, 4-(3-^nn-4-(^n7 p n^7^;v# , -;v) r^y^y^ 

v / )-7-^hdrv / -6-^ryy^/V^iJ-5K ^^^/V^^^^(DtK^P^(D|^^h (F) 
< 32-1 > 4-(3-^nn-4-(^n7°titVkT5y^/^=/^) T^y^ydrvO -7 

< 32-2 > ^^^^g^^3z^-7V^c^g^^y^°nfcVV-e$)^< 32-1 >fBft(DM 
< 33 > 4-(3-?vivi-4-(ls?u-7°vi\£/VT^JJj/V?$^ ;V) T^y^y^vO -7-y 

Z-k&WflkkirZ), 4-(3-^nn-4-(^ti^ B nt 0 /VT5;/^/V#^/V) T^y^ydf- 
^)-7-yhdf-v/-6-dryy^/V^dr^^K *$>^V^mM<DmWfV%>)<DlfeMi (I 

< 33-1 > 4-(3-ynn-4-(v/yn;7°infcyvT^/#/MK— /V) T^y^^/^ -» -7 

<33-2> ft^^^i-^n/^y— /V, 1-^y— yV-^f^tert-^y— /V-Cfc5 

< 33-1 >fBtt»M^fe; 

<34> 4-(3-ynn-4-(^yn^°nt 0 /VT^y^/V^/V)T^y^^ydrv^)-7-y 
^£r#»i-&, 4-(3-^na-4-(^ti7 B ntVVT^y^/V#^/V) T^y^^ydf- 
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< 34-1 > V^&i?*^A'W'ft&>}t-<*2bZ> < 34 > fBic^Mit^ic ; 

< 35 > 4-(3-^nn-4-(v'^P^PtVV7^;^;V) -7-y 

4-(3-^nn-4-(^n^nfc7VT^y#/V^/V) T^y 

< 35-1 > iSj&j&S^y— /K ^£ry— /V*fcf*2-7 P a^-?y— ;V~Xt&>Z> < 27 > IB* 

< 36 > 4-(3-^nn-4-(^P^PtW75/*;^/V) T^y^/^) -7-y 
h^-6-^yy^#/V^1^K 

vO -7-yh=arv--6-=3ryy ^/VtfMMKh* ^^/V^Bft!£<Oj|§fi ( £ ) <D$J^ 

< 36-1 > 4-(3-^nn-4-(v / ^n7 P nt°/VT5:y^/V^/V) 7^y7x/^^)-7 

-yh^-6-^yy^#/v^i^K ^*5itJ?y^^/^^^^b, 

< 36-2 > ^WW&^ZS^'^itftfe 1-Zfn/<;— >V~d1h%> < 36-1 >fEife(D$g 

<37> < l > — < 24-2 > v tU35*llE«©*tSSr^^rr5EIIBIia^«b ; 
<38> <1> — <24-2>V>-ftb^l|B^^Sr^Wi-S, JfilWfr^PMfM 

<39> < l >— < 24-2 > v ^tbib*iftm<DW&&is m-tztktWMm&mM ; 
<40> < l > — < 24-2 > v ^tifrlWM<Dt&Mitt$rrz&B3t6ffl ; 

mmttmmm-?&% < 40 > tett® ^h^j ; 

<42> < 1 > — < 24-2 > v ^-m^imm^^^m-r^^mmmm 
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< 43 > < 1 > — < 24-2 > V ^-?frfal%eM<DlfeMi&£ 

<44> < i > - < 24-2 > v ^ti^imm.(D^^mir^mmskw^mm 
mm-, 

<45> < i > — < 24-2 > v ^tvfrimm^Mi&^irzwfcmkmmmm 
mm-, 

<46> < i > — < 24-2 > v ^-m^imm^^^-r^m^mm^mm 
<47> &mm&m^m>mm#k, v^—^^mm^ mmtt&mm'em 

WLEi)fc-e&% < 46 > fBf©IMSMi ; 

<48> < 1 > — < 24-2 > V frlfaimM(DffiM}&^^1r%T'TV— ^ttiJjJM 

<49> < i > — < 24-2 > v ^-rti^imm^^mm^^m^m^R 

<50>jfrWfr£PS.#fKE/W^ 

(D< 1 >~ <24-2>V vf tljb*HgM<Dl&Mi<D&J8 ; 

<51> < 1 > — < 24-2 > V vf ^^l|E^(D^^^^ri-^c-Kit=ar^— if Pfi* 
<52> < 1 > — < 24-2 > V ^^lfB<c(7)^ilB^Wi~ ; 5c-Kitdr^-— if 

mm&tZs ^^^J^c-Kit^-if ^m^5*Srf&Sf-r5tri3BSI ; 

<53> c-Kit^r^— if^oiiPJ^^i-§, *fctt^MMc-Kit^— ^SrlSS*t"5 

lE^H^aifiL^, ^mirt^ gist, m%mm. 3$ 

< 54 > c-Kitdr^-— if ^aiUlJ^Jai-^, $>5V ^^MMc-Kit^— if &%^Lir 



, #tt#Mtt & JfiUfpf, /hMJW*l£fcteGIST-C;fc3 < 52 > IB*(D^l^J ; 

<55> S^^^^mb^Mia^c-Kitdr-i— if^aiS"J^^i.-r^^ &3V^« 
HMc-Kit^-if ^mmir^t^mm^tim^^-ir^t^mtir^^ < 52 

> — < 54 > V vf* frbfr 1 fE<c(D^t^J ; 
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<56> <1> — <24-2>V>Ttbd i llB4feO^Sr^^Ti-5, IE?i«^, TV 
<57> <1> — <24-2>V^T^ i lfE^(D^^(D^a^_hW^I*^ c-Kit^r 

< 58 > c-Kit^— if &M%m$LirZ> , *fchi^MMc-Kit^— ^Sr^SSfS 

•Sa*, #.tt-frMttfiiM, Elltettflii, /h«Jtfr)&, gist, m^ifli^ #p 

<59> c-Kit^— H&Mffl$&%ktZ>, *fett^MSlc-Kit^r^— t?<Sr3&^*-5 

astf*. #.tt#Mttfi«§, /j^fiaw«*fc«GisT-efes<57>iEm<^^; 

<60> ^(DM^Mot, 

< 61 > JK«^, 7W^-^WIOfei*Stfcot, < 51 >fEic<Z)c 

< 62 > < 51>ndM<7)c-Kit^r^-—^fmMM(DMM^±^^}Mi^:, c-Kit^r^-— 
, c-Kit^— ^flHtSrlffl.W-rs^'ife; 

<63> c-Kit^r^-— if^MiiJ^^T^^ *fett3gMMc-Kit^— 
*^f^i-5*teft^!lOfii3t<Ofc«)©, <51 >IB*^c-Kit^— ifpaMJ^ffl 

< 64 > c-Kit^r^— if ^MPJ^^T S , *fctt^MMc-Kit^— tf«r3&S*f-3 
SStf*. Kl»fitt&iS, /hMflrff^ GIST, m^Lfi5», #F 
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<65> c-Kit^— H&mffl$&%L1r^ ^fcfi^MMc-Kitdf-^-— 
XI 

< 66 > mmm&m. ru/v^—^timBM^mmM^M^f^^, < 51 >?e 

[0006] (-#5, 4-(3-^nn-4-(^n^ntV^T$y^7/V^7V) T^Z^y^ 

fp^f^^ ^ttffi (#^?tft?3M) nimbus (#i^M^-r^f ^try^w ( 

ba)) K^^xmtitii±M^u ^.wm^mmM-^fcnc-Kit^—^mmMt 
[0007] rarnnm. \?—?;vM^m^mmmimmLK^x. ^/^^-v-^commi^ 

[g|3]|2|3te. ^^l^lt^tV^/^^i^^K^^^^Hi^^X^tHl^N^ 

[H6]m6«, mmm4xnhrifc.tr^^^(Dmm^(D^^(Dm^Bm^<^ 
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Ib^h (f) (D^x^tm^^^-^^-r gi~e&3o 
m^mu* (i) »^x^[u^^^— ^^*i-gi-efc^ 0 

[g|12]|2|12^ |lifef?!jll^1#^f'^/V^i^5K(D^^/^^^(Z)^^ B ( a 

(D 13 C @#:NMR^^h/V^i-|2|-e$>5 0 
(D 13 C@#:NMR^^^h/k^i-|l|-e^ 0 

[Hl6]|E|16teu mMimxmhf^t^7V^^Y(D^ly^v^iymM.(Dl^Mi (A) 

ran] 017^ mmm6xmbtitc^/v^^V(D^>-^/v^mm.(D^^B (b) 

[g|18]|E|18^ ||»!j7^#b^f'^/^^i^^K»^^/^^^»^^H (C) 
[H 19] Ull 9*3, ||»!jlO^#^tb^/V^i^^K(D^^^/V^^^(Dg^^fp 

m<DWMi (i) <^^i&^<^h/v^i-E-c;fc3o 



WO 2005/063713 



13 



PCT/JP2004/019223 



[0008] sitk, ^m<D\^m^^^xmm^nmir^ 0 

[0009] 4-(z-?viv-4-{^?v7vi\i 0 ;VT^J$)?V^^V) T^;~7^J^y 



[ooio] jz&m %;v7S*y-*\t<r>mz, mm w%.tz. *mt5m«t 

[0011] Jfcfc, #/l^M^Krix a^^^02/32872^^^W5/h^|Bft(D^^O}S 
[0012] ^#3, ^/V^i^5K^(^^^P#I^L-r{i, 0tJ*.{*2k?nife* v^/K* 

[0013] — jRtc, *&^xj|ftia*f^*5tt«ia*f^iap(2 0)H:±o. 2° oiaBft-em^^e 

[0014] ^mmm^^^X, m$rf}&(2 0 ±0. 2° )9. 65° *5j;tFl8. 37° (JHH^ftf 
— ^^rr^J^te, T[U^S(2 0)9. 45° —9. 85° *5it^l8. 17° —18. 57 

° \zmtfv~*&&rz>it\t^k&m#tu mm&&(2Q ±o. 2 0 )5. 72 0 *s 
iyi3. 84° ^mjfft°— ?&ft~rz>]bn, m$rfi&(2e)5. 52 0 -5. 92 0 

0*13.64° -14.04° ^[U$frt°— ^^i-^j^v^-^s^U r[U#f^Jt(2 0 
±0. 2° )14. 20° 3oJ;m7. 59° ^[U$fft: 0 — ^Wi~^J £E\ m^&(2 6) 
14.00° —14.40° ^1^17.39° —17.79° ^HJJfft 0 ^^^i~^J b\^b 

&mmu m$rfi&(2d ±0. 2° )8. 02° *5j;tFi8. 14° \z.mmt°—?%m-r 

&]bl^ r[U^ig(2 0)7. 82° —8. 22° . 94° —18. 34° (31[al#ffc 0 
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— £v ^fcSrjgcBcU rm$f^af(2 9 ±0. 2° )9. 36° *3j;t*L2. 40 

° ^m$fft°— ^^ri-^jrm$ff^S(2 0)9. i6° -9.56° ^^12.20° -1 
2. 60° ^im^ft o — f&^-rzi&^b&mvku rm$r&&(2d +0. 2 0 )is. 7 

0° 38,fcttt7. 18° ^m$fft°— ^^ir^it^ m^&{28 )15. 50° -15. 
90° 3oJ;tjn6. 98° -17. 38° ^[lljFft °— ^^TTS J £V ^b&MMU tm$T 
fim(2 0 ±0. 2° )6. 48° *3j;t^9. 58° [cmtfr^— ?&^1rZ>] bit, m^fMS. 
(2 6)6.28° —6.68° *5j;tJ«9. 38° —9.78° ^Hl^ft: 0 — ?%?^irZ>lb\^Z.b 

[0015] ^JtW^&^-C, r^^>^h^Jl62. 4ppm^t 0 — ^iTTSj^ riI^<D$lJ 

m\^#^M62. 4ppmbmmmzmmtet°—?&iiir%]~b&MMu 

iy^h^jl28. Oppm^t 0 — ?&iiirZ)ibte, rM^<D$iJ^#^-C 13 C@#:NMR;* 
-<^h/MiJ)£^TV\ ^#^7hl28. OppmiHS^^I^I^t: 0 — 

IcBfcU r^^>^K^i02. 3p P m^t°— ?%m~rz>\bn, rii^o^ij^#^-c 13 

C@#:NMR^-<^lvMl!j^^fV\ it^^yh!02. 3ppm^H®^^|H^^t°— ^ 

^rr^j^^t^u r^^>^h^j9. 9ppm^t— tmnom 

[0016] ^K*B#^*5V>T, r^^>^h^jl60. 2ppm^t°— ?&^ir%i bit, m^(DBl 
H?|#&fc 0 — J r. ir<£#5fcU r^^h^ji26. 6ppm^t°— *«r^Tt"3J b 

it, rM^OS'J^fr^-C^CHf^NMR^^h/^iJS^fVX >fk^7M26. 6p 
pm^^a^^|Rl^t°— r^#^h^t)105. 6ppm^t° 

7. 8ppm(clfc 0 — J bit, rii^^)S'J^#^-C 13 C@f*NMRX-<^h/VpJ 

^^?v\ ^^>7h7. 8ppmbmmmzmm?j:t°—?%mir%}~b&mMir% 0 

[0017] ;£PJ!lB*&;i3o^T, rjgi£li61±lcm _1 ^MUf— r$£#;li60 
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— 1 1 62cm" 1 \Z.W.®X°— J bX >5-££rj§C3feU T^^1044 ± 1cm" 1 \ZM 

?&^ir%ib^ r^^cl043— 1045cm -1 )Rt-^^f f5 j bX^b 

[0018] ^W&B^&dI^T, r^#cl068±lcm~ 1 ^^lUlt' > — ?&ii'$'Z>]b^ r$£#cl067 

— 1069cm" 1 \Z.^W^—^^^\b\^b^M.^. r^#c918±lcm _1 ^M 

bT— ^^rr& j £ tt, r«9 17-91 9cm -1 \zMM^—??t^Z>\ bx ^b&M * 

[0019] *PJ#ffl«^V^-C, r»ci324±lcm" 1 ^Mit:°— ^Sr^Ti~5j£:^ r»d323 

— 1 325cm" 1 \Z.WWd—^^^\ bX ^b&MM^ mWt579 ± 1cm" 1 fcBKlfc 
t°—?&^1rZ>}b^ r^578-580cm _1 ^^ltJlfc o — ?&ii~f%}bX^b%:MM 

[0020] ^:K*ffl#^*5V^-C, r^ci750±lcm" 1 ^Mlfc°— ^^rT^jm, r^ci749 

— 1751cm -1 ^Ut°—?&iii-Z>}bX^b&mM^ r^^cl224± lcm" 1 ^^ 

?&^i-Z>}bfe, mWtl223—1225cm~ 1 {ZP%)\Z\l°—?&mi-&]bX^b 

[0021] ^0j!lB#^*DV^T, r^l320±lcm _1 ^Mt o — ^^-f-^jb^ T^#:1319 

— 1321cm -1 lCU%)\Zt°—?$:iii-&}bX^b&M^, r^#:997± lcm" 1 

tf— ^Sr^Ti-Sjtfi, T^#:996— 998cm" 1 iC^ll5lfc°—^^#i-§J^V^i^^#* 

[0022] ^^jNH#^*3V^T, r^#cl281±lcm" 1 ^Mt°— V^~tZ>\b\$, ^§£1280 

— 1282cm" 1 ^®i(Jlt 0 — ^£^Tf5 J bX ^fcSriltflcU r$£f&985 ± 1cm" 1 

^^#i-^J tti, r^#:984— 986cm" 1 i^lRfc 0 — ^Sr^rt^j bX ^Z-b&MM 

[0023] i-nstmrn^m 

[0024] i. mmM^imm^sMmM^MMMM^m 
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o 

nm%LU&x&& 0 

Mmnm^h^n^x(D^^ io^—24mmxn^t^x^^ 0 

[0025] 2. p-^xy^yglfefeaiifeOfaol^^fe 

5-t^~e€\ 0;£L<tel. 2^iJlV^ 0 
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[0026] 3. ^^y^y^(DM^ a (A) (Dl^^fe 

mm) 

rBid^i2B#r^-efc§ 0 

G»H5fe2) 



WO 2005/063713 



18 



PCT/JP2004/019223 



mmAcommittVXi^ 1:1—3: lXfo<0, #?*L< J33 : 2-Cfc5 0 

te50°c-e&>3 o 

frb2mmx&% 0 

[0027] 4. 222^2k£>m&2MMii£lvM^hm 

i&^rr^^ y^^^m^m^ (b) ^t^-rs^^-e^ 

[oo28] 5. ^i/*/v^mm<Dm&(c)<Dmm±®k 

mm) 

%Z.bX\ ^>^/^>m^&(D^^ (C) &m^1r%Z.b&X%% 0 

&smt&. mMftfeT^fcfe^fcteTxmiM'rz^bfrx^&o 

nm%LU&xfo& 0 
mm) 

^^v^m^(D^B (C) &m^1r%z.btfX^Z> 0 
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°c-c&& 0 

i5°Ctti&ikX&ftrr%z.bX\ ^^^/v^^lfeia^jefi (C) SrjRagf Sr. btfXZ 

IX tel. 2^4fflV>§o 

m#r^^^2u#r^-efe§ 0 
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L<ttl. 8^i— 2. 2^MV^ 0 

jipi/x/vftisMfDffiik (b) ^pfii-^^^-t?, ^y^vioigs (c) ^Mit 

[0029] 6 . *9 >^;V^>^M(DZy ^±/UZ^k^^diM^M 
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20f&*fflv^ o ^fc, Sttgj&tt— file, *fctt2— 4iaj!:^tTiP^.«r.^-c#. 0 

BMML<7>m%Mltt^X^ 1:1 — l:5-efc«9, #*U<ril:4-efc5 0 

o<c— 80°c-cfc3 o 

[0030] 7. 2^2^k^MM222i<Mt2MM (F) j7&r 

X\ **isWttsWt&<D7tffam<Dl&Mi (F) SrJKt^-sr. £^-e#5 0 7^ £&gfi& 

L<i*l. 3^*— 1. 6^*ffiV^ 0 

mi&ML<D!&mitbL.X\^ 1:1—1:5^9, 0*L<«l:3-e*>5„ 
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[0031] 8. ^>^;v^>mm(pmmim^(Dm^ (p 

x\ **zswtt<^m.<DmiLftto<DWMi (i) &wtrzz.k&'v%z>o 

IX tel. 2^Sfflv^5 0 

0*b<te2tU^^itT*P^ o £<D#£\ ^J[Hl^Px.6^**5J:U ? 2[mg^P^ 
S^^i^^it^LTteU 1:1 — l:5-Cfc«9,0*L<fil:3. 5X&>% 0 

35»fc2l^ra-C*>5„ 
[0032] 9. x^y^/V/isy^^^^ ( a ) 
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i. 5mmxh% 0 

[0033] io. ^v^ka^Mj^M^ ( b ) 

tel/6fflV^ 0 
(Mfe2) 
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30f^*fflv^ o 3^ mmmfe—m^ ^tc^2-4mi^nxmK.^bhx^, m 

MMMc(D^mitbVX^ 1:1 — 1:5-Cfc«9, 0*L<^1:1. 5— l:2Xh% 0 

^(Dmi-iWKM^fhf^^^ ^L<teft?M£<D i/io— 1/30, J:(90*b<« 

l/20ffll^5 o 

[0034] 1 1 . ^^7^^i^(D^^7V^7V^^v-K^P^)(DM^B(DMi#^-^ 
«9^*L<^10^ftfflV^ o 
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nmmt\.x^m^mm^^m^m^^^.t^x^ 0 

^*^^b^L-Cf*, 1:1— 3:l-efc«9, 0*b<f*3:2-efe§ o 

*pM^^o°c*-e(D^p«. lo^-eR^^-e^^^^-e^. #*L<}*iii#ra 

[0035] ^0^<z)^^^E^^LT^ffl-r§#^, m^, ^mm^^tmm^mumt 
±mmimmbL,xi^ —mz-mmizmmztiz. m&m. w&w. mnm, mmm 

m^m^^y^^m^mf^t^x^, 

/Vn-^, 77tT^A, h^#VK if5^^ ^ai^s^ tKn^V^ntVMf-^-fe 
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^nhWir/Vn— ;#/MKdr->y^-/M?/Vti— .x. ;#/l^3ryy^VVi?/V£i— 
y— ^y-hyyy^^W3^^^5 0 

±tE*-fe^j^uT«, H~s&>fb#u n&^mkm, #5>y/K 

3-^t2^^ N ^ft^y^ y/vy, y^y^v^tfw-hyy^ h^t/v^^ai/ 

±mmmMMmtvx^ ^tm. ^yum. ^mw, ^y*m. Mm, mj&Mm 
vv/^m-rbvv^ /isT^szfutt^m. ^ey^ry^yy-try 

^°yf^/H;°ciyK^, y^/V-fe/kn— ^ N tKr^yy^/Vir/Vn— fcKt^y^^- 
_h|EM»^Ji:b-Cf*, fljfctf, y^^, g^*k, y^>m^^M« 

&mfz>z-tftx^% 0 
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±mmmtvx^ mm, mm. mmm. %zf±/i>m. t<w?m. hv-^m 

_hfEailt^J«, _hfE»^J(D5^, #^?Uk^J, #®^tt^J. 9gl« 

[0036] «0^<D^^ B ^E^^bT^ffli-§#^, ^©ftfflfitt^, nmm\- 

[0037] ^K^ti,^ jfiLWff^Pfi*^J^bT«>6T#ffl-e^«9, jfcWfr^PB-WfNl^ 
[0039] Tfe/fc, ^mmoffiMite, ^c-Kit^— t?|B£fflHfeSr^U c-Kit^— 

MtLxmmxfoZo tsbfc, ^mm^m^, c-Kit^— nt)mmtnx.btiz 

Mastocytosis, 7V/Wf-, "^Sjfc^^^^^^-Sf&lS^l^b-Ob^-CfcSo 
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[0040] *mm<DMM&Miz&MK1rZfzmz:mi&M&8i\fZ>*K &&mt±zti 

[0041] l • 4- ( 3-^pp-4- (v^g2lHgVkZ^2£zk3!^k) T$ /z^ -7-^ 



IBI^kM|g02/32872^^:7WM£ie^<£>, N-(4-(6-#/W^ 
v--4-^/y/V) ^^v--2-^n7^^/V) M17. 5g, 37. 
7mmol)^N, N-^^/VafVVAT^K (350mL) ICMM^. Si#fflMTt"CHJS 
IS^i/^ci^nt:VVT5^(6. 53mU 94. 25mmol) &Mx., SiS."C^ BfcSH^Ut, S 

75D iJdmx., ^#Lfc 0 wmu/cm^^^^Lr, Tk^m, 7o°c-e 

5O#Ba$fc0feUfco #^fca*§^ B ^^7-/V(300mL)^Px., ffiZQftWNWM 

i«$tUfc^ &3l$fcj*U $^^70°C-e8B#r B m^bT, ^?B^ H (12. 91g, 80. 2 

%) ^#fc Q 

[0042] gjtj#fiai2. 4-(3-^PP-4-(^p-7 0 PbVVT$/^7/Vfe/V)T$/^/^»-7-^ 

h^>-6-^ 7U ^Jj/Vtf*V-^<Dm& (2) 
[0043] (l)7x^;V N-(2-^PP-4-tKP :3 ri>'^^— h^Mit 
[0044] tffcl] 




HO 



[0045] 4-T^7-3-^nn^^y— /H23.7g)^N, N-^^/V*/VAT$K(100mL)^!^ 

U 7R?frTt 0 y^(23.4mL)^;!}P;tfcfL 20°CWT-e^nn^^ ; r:^H23.2mL)^ 
Tbfc 0 ^^^T30^^ft#»^^ zk(400mL) N g^^/K300mL), 
6N-HCl(48mL)^Px.»#(D#, ^HJg ^HtU"' o ^HS£lO%^^7k(200mL) 



^46g^@#:^L-C#fCo 
'H-NMR^^h/VCCDCl ) 5 (ppm) :5. 12 (lh, br s), 6. 75 (1H, dd, J = 9. 

3 

2, 2. 8Hz), 6. 92 (1H, d, J = 2. 8Hz), 7. 18-7. 28 (4H, m) , 7. 37-7. 43 ( 
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2H, m), 7. 94 (1H, br s) 
[0046] (2) !-{2-^nn-A-\iYn^yy^=i. /V)-3--y?ny°ti}i° ;V^T(DW& 
[0047] Mb2] 

01 H H 

I YT V 

HO 

[0048] ~7^^;V N-(2-^nn-4-tKndri/^ji^/V)^7— h^r, N, N-^^/V* 

«»#Lfc 0 7k(400mL), S1^^/H300mL\ 6N-HCl(55mL)^Px.-Cft#(D#, 
^mm^mi^tc 0 ^JB^10%^7K(200mL)-e2[U^om, fifc^^v^A 

^22.8g^#fc Q (4-T^y-3-^cn3^^y— /k^^(Di|X^77%) 
1 H-NMR^^^h/V(CDCl ) 5 (ppm) :0. 72-0. 77 (2H, m) , O. 87-0. 95(2 

3 

H, m), 2. 60-2. 65 (1H, m), 4. 89 (1H, br s) , 5. 60(1H, br s) , 6. 71(1 
H, dd, J = 8. 8, 2. 8Hz), 6. 88 (1H, d, J = 2. 8Hz), 7. 24-7. 30 (1H, br s) 
, 7. 90(1H, d, J = 8. 8Hz) 
[0049] (3)4-(3-^nn-4-(^n^atVVT5y^7^— /HT^y^^y^riy)-7-^hdriy 
-6-^yy^#/k^lKK<7>§^t 

v^^/K^/k^^K (20mL) \Z., 7-^h^^-4-^nndf-yy V-6-^7/V^i^^K( 
0.983g) , l-(2-^nn-4-t:Kndri/^cii^/k)-3-^ti^t2fcVV'>^T(1.13g)*Dj; 
^^^^(2.7^)^^., 70°C^T23B#rW^#bfc o SJ^^^U^M 

1R^88%) 

[0050] Mi£#'l3. 4-(3-^PP-4-(iy^P^ P PbVP-T$/^/k^/k)T$/^ji/^»-7-^ 
K^-6-^/U^^/^^$K(D^ (3) 

5.00kg, 21.13mol), ^^vl^VV*3r>'K(55.05kg\ l-(2-^nn-4-tKn^^^ai 
^VV) -3-^n7"n tVV^l^T (5.75kg, 25.35mol):&£tF#y?-kt-:/h3r>'K( 
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2.85kg, 25.35mol) &Mfc&A'U£o 20 < C-e30^ft#L, 2. 5B#^ 

d*rtriassr65 , c*-e±#$*feo ^fijt^i9R#p^»#Uc^ 33%(v/v)r-fc 

h>-7K(5.0L)5oj:t^7K(l0.0L)^3. 50#P^/WCMTUc: o ^T^T#, 60 o Ce2B# 
PbW#U 33% (v/v) Tirh^TK (20.0L) *3«fO«7K (40.0L) £55 0 CW_h-eiNiTO> 

33%(v/v)Tirh^7K(33.3L), 7K(66.7L)4oJ;t^Tirh^(50.0L)-ejlR^c 

IfcfllU SI&fk-a^»7.78kgSr#/to (4X^96.3%) 
[0051] JifEM^f?!Jl^3Tl#^fc4-(3-^tin-4-(^n^ 0 nt 0 /VT^y^77V^^ 

fl|[r±x V^i a tbtlS^M^02 / /32872^^>'7Wh^|E^(D, 4-(3-^pp-4-( 

i^n^ntyvr^/^/v^/v) r^/^y^) -7-^^-6-3^:^/1^=^ 

[0052] ^jfefiai 1 . 4-(3-y PP-4- Ck^H2lH^ZkZ§: /^/Vfe/V) T$ /7i /^r-» -7-* 

4-(3-^nn-4-(^n^ntVVT^y^/V#^/V)T^7^^y^^)-7-yh^>'- 
/y ^/Vtf^l^K (854mg,2.0mmol) Sr^y— ;V (17mL) l::aS$B£-&~C|ft#L 
, ^ai00 o C(Dtt^fflV>T3S^T, 2N;£&(l.lmL,2.2mmol)£KJ&^fc$ftTLfc 

£f6«r5#U /K4.3mLx2) -egfe#L, 5JK±^&$£fll(1.5l#ra)fl, 70 

°C^-Cta®^M(23B#r^) U ^fSl^^H (786.1mg,85%) £#fc c 
'H-NMIW^^h/V (DMSO-d ) 6 (ppm) :0. 30-0. 50 (2H, m) , 0. 60-0. 7 



0(2H, m), 2. 56 (1H, m) , 4. 06 (3H, s), 6. 86 (1H, d, J = 6. 4Hz), 7. 29- 
7. 35(2H, m), 7. 60(1H, d, J = 2. 8Hz), 7. 64(1H, s) , 7. 88(1H, s) , 7. 9 
5(1H, s), 8. 07(1H, s), 8. 34(1H, d, J = 9. 2Hz), 8. 70(1H, s) , 8. 91(1 
H, d, J = 6. 4Hz) 

[0053] jfefifc0H2. 4-(3-^PP-4-(^P^ P PbVkT$y^/V^/V) T$/^^y^-'»-7-y 
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6-dr7 U (500mg, 1 . 1 7mmol) — ;V ( lOmL) \ZMWs^X^W 

U ^VUlOQ°C(Dmm^m\^XMUT . lN:^b*jSf^7k^m(l.3mL,1.3mmol)£H: 

it#), ^n^xmrn^ntc^mx^u ^m^-mmw^tc 0 #f mutism 

<^>$lU 3^/— /K2.5mLx2)-e*#i-b, ^ii^i^f£M(15#Rg)^ 100°C^ 
-C?M^M(22B#^) U tltBl^s (483.7mg,81%) £r#fc 0 

'H-NMR^^h/VCDMSO-d ) 6 (ppm) :0. 40-0. 50 (2H, m) , 0. 60-0. 7 

6 

0(2H, m), 2. 58 (1H, m) , 4. 09(3H, s), 6. 89(1H, d, J = 6. 4Hz), 7. 26( 
1H, d, J = 2. 8Hz), 7. 33(1H, dd, J = 2. 8, 9. 2Hz), 7. 59(lH, s), 7. 62( 
1H, d, J = 2. 8Hz), 7. 90(1H, s) , 7. 96(1H, s) , 8. 06(1H, s) , 8. 36(1H, 
d, J = 9. 2Hz), 8. 72(1H, s) , 8. 93(1H, d, J = 6. 4Hz) 
[0054] mmms. 4-(3-^PP-4-(^p-7 0 PbVVT$/^/Vfe/V)T$/^/^-»-7-^ 

4-(3-^nn-4-(^n^ntVVT^y^/V#^/V)T^7^^y^^)-7-^h^>'- 
6-=^7y^/V#^5;K(150mg,0.351mmmol)^, m^Xi/^sV^/V^^V 
(1.5mL)^J;U ? p-h/V^>'^7V^>'^^7KfP^(80mg,0.422mmol)^Px.fc o — Bj§ 

(2.25mL)Ssdn^, ilS*Sr»#$*feo ^^2r^l.;£~e#^U -^<D]££14B#P B W 
x H-NMR^^h/V (400MHz, DMSO-d ) 6 (ppm) :0. 39 (2H, m) , 0. 63(2 

6 

H, m), 2. 24(3H, s) , 2. 54(1H, m) , 4. 04(3H, s), 6. 88(1H, d, J = 6. 4H 
z), 7. 05(1H, s), 7. 07(1H, s) , 7. 21(1H, d, J = 2. 8Hz), 7. 31(1H, dd, J 
= 2. 6, 9. 3Hz), 7. 41 (1H, s) , 7. 43(1H, s), 7. 59(1H, d, J = 2. 8Hz) , 7 
. 86(1H, s), 7. 92(1H, s) , 8. 02 (1H, s) , 8. 32(1H, d, J = 9. 6Hz), 8. 68 
(1H, s), 8. 91 (1H, d, J = 6. 4Hz) 
[0055] jfefifc0H4. 4-(3-^PP-4-(^P^ P PbVkT$y^/V^/V) T$/^^y^-'»-7-y 
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6-^/y^#/V^lKK(150mg,0.351mmmol)^ ^l&^^/KVV^drv'K 
(1.5mL)*5iI^gt^(23 J uL,0.422mmol)^P^.fc o — Kmmtteofctf , -TC^tfe/^ 

^T7c 0 r<D^^&ire#^U ^0f^l6NfFlft#Lfc o WmWhfjlr^tll^L 
7C#, 60°C-C^b, ^IB^^ (174mg) £#fc c 

^-NMR^^^h/V (400MHz, DMSO-d ) 8 (ppm) :0. 39 (2H, m) , 0. 63(2 

6 

H, m), 2. 46(2H, d, J=l. 2Hz), 2. 52(1H, m) , 4. 04(3H, s) , 6. 88(1H, 
d, J = 5. 8Hz), 7. 21 (1H, s) , 7. 31 (1H, d, J = 8. 2Hz), 7. 56 (1H, s) , 7. 5 
9(1H, s), 7. 86(1H, s), 7. 93(1H, s) , 8. 02(1H, s) , 8. 33(1H, d, J = 8. 
2Hz), 8. 68 (1H, s), 8. 91 (1H, d, J = 5. 8Hz) 

[0056] mmm 5 . 4- ( 3-^p p-4- (^^p^p^t; / # /k3i^k3 t$ /z^ d&l -7-* 

4-(3-^nn-4-(^n^ntVVT^y^/V#^/V)T^y^^y^^)-7-^h^r>'- 
6-^7y^/V#^^K(700mg,1.64mmol)^^/— Ml4mL)^J:W^^^/V*V 
^(143 /z L,1.97mmol)(D^'^^*^70 o C-e^^f &1ttc 0 4-(3-^pp-4-(^p^ 

ritvvT5y^/v^/v)T^y^^y^iy)-7-yhdr^-6-^yy^/^^$K<D^ 
#U ^H^^bfco #kft;fc^iil£60t;^S£*fcU WmMtM, (647m g ) Sr#fco 

(M?fe2) 

4-(3-^^a-4-(^ti7°ntVl/T^y^/V^/V)T5y^^y^->-)-7-yhdr^- 
6-^/y^#/V^1^K(600mg,1.41mmol)^ g^(6mL):}oJ;OM^;W^^ 
(200 ju L,3.08mmol)(D^l'^^^^50 o C-e^^$^c o 4-(3-^Pn-4-(^n^n 

tvv7^y*;v#^;v) r^yy^y^y) -7-^h^v--6-^/y ^/v^iKKo^fi? 
^ -/k) T^yy^y^s) -7-p^^y-6^/y >-#/v#3riKK y^^;v^mM. 
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tco nhtlfc^^eO°CX:^mU mt^^B (545mg) £r#fc 0 
[0057] ^5fo#'l6. 4-(3-^PP-4-(^P^PbV^T$7^/V^/V) T$/^3i7^-'»-7-^ 
h^r^-6-^-/y^^/^^$K ^y^y^(DM^ B (B) 

f H (l) (250mg)^30 o C-e3B#^, 40°C-ei6B#P H 1iija^b, ^fBl^^H (240mg) ^#7h 

o 

[0058] M?ffil7. 4-(3-^r2r2-4-(^^P7 0 PbVVT$7^7/V^/V) T$/7ji/^»-7-^ 

h^-e-dr/y^/M^^R ^y^ygife^Ma (C) 

mm) 

T$y^^y^r->-)-7-yh^->'-6-dryy^/v^i^^K y^>-^/v^^^ v'y^- 

/V^/k^i/K?0^ICO^^I(600mg,1.15mmol)^, g^^n-^/Hl2mL)^Px., MJ^C 

m^n5 o cxiommmwu ^bK^nxi.5mmmw^. ^^mm^tu 6o°c-e 

mm^a% (503mg) <H#f- c 

(M£c2) 

^Jfe^lJ 10-C#^tv/c4- (3-^nn-4- Oy n^ritVVT^y^/V^— /V) 

B B H (i)(i.28 g )^^/-/H6.4mL)^px., Aorcxmm^. mn&xK^m^m 
mmwvtio wmbfcM^^^ufc^, 5o°c-c^u mm^^(o.87g)^mc 0 
mm) 

4-(3-^nn-4-(^n^ntVVT^y^/V^^/V)T^y^^y^r^)-7-yh^r^- 
6-^r/y^/V^i^5K(2.00g,4.69mmol)^@^^(14mL)iy^^/V*^^ 
(0.37mL,5.62mmol)(DM^«^*P^.. ^CXMMZlttlo MM -Srflfcf&Lfc^ fcfo 
mK2-y°v/</— /H9mL)*Dit^4-(3-ynti-4-(^yti^ntVVT^y^7/V^— ;v 
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tf H (o (ioom g )^jiR^px./c^, Ri&m&2ofrmwu zhKBm^y-^tt*/^ 
#u $b^i5 o c-^i4B#r 3 m#bfc 0 m\^td&Mi%wm^KM, 6o°cxnmu m 

fE^di (2.22g) &ntc 0 

6-^yy^/V^i^5K(1.28g,3mmol)*Dj; ^^^(12.801)^^-^1^, ^.(DMMWi^ 
^^/k^^^(0.408ml,6.3mmol)^Px., m&XMWVXmM £-frfc 0 ^j£$e3r?S 
?M30°C^T^PBL. /H7.7ml)^^Pb/c 0 4-(3-^nn-4-(^n 

yy^/l^^tofll^H (C) St-2-^a/ V— /k^r 1.281111^0 140^ 

btltdfeMt&W.&U 2--7vs<S— /Hl0ml)^Tgfe^b/c o M#^#^fc|£|li£r 
, 3^?y— 7H6.4ml)^^?a^T10#rBW#bfc o ^^I^h^M^U";:^ 
— /K4ml)^T$fc#U 60°C^T^b, fHfE*^ (1068mg) 3r#fc 0 

[0059] ^^18. ^o-ypp^-Ciyypypbyv-T^/^/k^/MT^/y^/^-^)-?-^ 
4- (3-y^in-4- (->-y in^ntvvT^y^/v^— /v) r^yy ^y^s/) -7-y h^-^- 

6- ^-yy^/^dri^^K(700mg,1.640mmol)^, m^Xi/^sV^/V^^YXlmL)^: 
MX., 80 o CXMM^f^o 60°C-eyy^/V^y^(143 L,1.97mmol\ g^o^/V 
(1.4mL)fej;t^4-(3-ynci-4-(i/ynyritVkT5y^/^— /V)T5yy^y^r^)- 

7- yh=¥^-6-dryyy^7/V^dri^5K ^^yx;V*ytfi(Z)tlS^ (A) ^KfoWiK 
HII^P^.. £^gft^^/K5.6mL)£45^tfTMTUc 0 »xf;KDlTHT 

M^^M^bfc^, 60°C-C^b, fHfE*^ (746mg) £#fc„ 
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GRifc2) 

6-^ryy>-^7/V#^5:K(854nig,2mmol)^, ^MX*i?^/VX/Vft^y}?(6.8mL)&j]\\ 

n-4- (V^n^atWT^y^/V^^/V) T^/^/^^-^h^v'-e-^vy^/ 

/H6.8mL)^r30^^t-CMTb/c o 2-7 p tvV— /M«TI£T#, SJ^£r2B#P^ 
(t-C15°C*-eMb, l^?aS-C305>«#bfc o WffiLfc|£tllMi^Uc#L 60°C-C 
KSL, fJIfEl^H (1095mg) £#fc 0 

GSH5&3) 

4-(3-^nn-4-(^n^ntVVT^7^/V#^/V)T^y^^7^v^)-7-yh^r^- 
6-^/y^#/k^1^K(854mg,2mmmol)^ ^?&^^^/V;Vl^^K(6.8mL)&- 
^JPX., 62°C-e^^$-fr/c 0 |Rlfig-ey^^/V*>'^(454 J uL,7mmol)*Dj;r^4-(3-y 
nn-4-(S^n:/nfc7VT^/#/MK~/V) T57:7^y^)-7--^h3rv'-6-3ryy>' 

r^4tri5 o c«Mu mn&^o^-mwvtio m^tc^^m^±^ 60 

°C-e^b, ^fE^fi. (I082mg) &fflto 
[0060] ^^M9, 4-(3-yr2r2-4-('>yr2^°pbVVT$/^7/k^/k)T$/^ji/^'»-7-y 

4-(3-^nn-4-(^n^nfcVVT5/#/l^— ;V)T^S~7^.J^y)-l-*Y^y- 
6-^/y^#/V#^1KK(150mg,0.351mmol)£r, .5mL)^ J;lF^^y^;V*y t 

(31 ix L,0.422mmol)(D^^^50 o C^^$-^fc o ^^fit^b/c^, 

T5:/^^/ :3 r> / )-7-^h :3 r^-6-dryy^/V^dri^5K p^^/V* 

tul 0 i^^/voMT^TfL SJ£?fe5o°c-e3o^*#u m^mn-?7.5 

mmmw^tco mm^tzM^mm^tM, 6o°cxm<mu mm&& d76m g )^# 
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[0061] jyjMia 4-(3-^pp-4-(^p7 , p^t$/»;^;v)7$/7j;^)-7- 

6-^/y^#/k^lKK(2.00g,4.69mmol)£:, m^(Umh)^XXJ^>^/^>m 
(0.36mL,5.62mmol)(D^^^40 o C-e^$^ o igfi?£:fl£^Ufc^ 

/H4mL)*5j;t^4-(3-^titi-4-(^ti^citVVT5y^;/V^^/V)T^y^cnydr 

vO -7-^ y y^^/V^^^^(D®^|| (C) (lOOmg) 

40^«#bf' o <ifmbfci&ss^istu ^tB^n(2.6ig)^#fc 0 

[0062] /£3o, y^^/v^^^^o'H-NMRcoib^^Mfi^J^T^ir^^-e^o 

^-NMR^^^h/V (DMSO-d ) 6 (ppm) :0. 44 (2H, m) , 0. 67 (2H, m), 2. 

6 

36(3H, s), 2. 59(1H, m) , 4. 09(3H, s) , 6. 95(1H, d, J = 7Hz), 7. 25(1H 
, d, J = 2Hz), 7. 36(1H, dd, J = 3, 9Hz) , 7. 63(1H, d, J = 3Hz), 7. 65(1H 
, s), 7. 88(1H, br s) , 7. 95(1H, br s) , 8. 06(1H, s), 8. 37(1H, d, J = 9 
Hz), 8. 73 (1H, s), 8. 97(1H, d, J = 7Hz) 
[0063] MMMll • 4-(3-yr2t2-4-(v-yr2^°PbykT$ y$ zz^J^A -7- 

4- (3-^pp-4- (v^ n^ntWT^y^/V^— /V) T^/^/^) -7-y h^is- 
6-^-yy^/^dri^^K(150mg,0.351mmol)^, ^U^^y^/K*/k7^>K(1.5mL) 
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^7^^(459^ L,5.622mmol)^PxL, 65°CX^m^tc 0 RStM^. 22°C<D?S 
U^KX^mv. K)^\^4:-{Z-^nn-4:-^n^n\i e ;VT^Jti;V^;V) 

, tute*^ (i.55 g ) rn^t-o 

[0064] ^fifeffill2. 4-(3-^r2r2-4-(v-^r2^°pbVkT$/^7/V^/V) T$/7ji7^V)-7- 

o UtiSIStftEtUfcgK 60 < CT?|fe«|L, mWfc& (89mg) £#7c„ 
(3«fc2) 

4-(3-yuti-4-(^ti^ p nt 0 /VT^y^/V^/V)T^y73iydr^)-7-yhdr^- 
6-^-yy^7V^dri^^K(150mg,0.351mmmol)^ N ^i@.-Cg^Sg(0.75mL)*3«fa«^^>' 
^/V*^^(34 i uL,0.422mmol)^Px., 60°C"e^^?$-fr7t o 7k(0.225mL\ 
— /K2mL\ MMim2<D (M&l) -e#^tL^4-(3-ynn-4-(i/^n7 0 ntVVT^y 

T^y^cny^-v/)-7-yh^-iy-6-^yy^/^dri^5K ^^/v^ 

2.5mmfrtfxo°cti-eft?mu so^mwuto ftmuti&&tt&ut&. 6o°c-e^ 

#feU £SiB*£»& (I39mg) Sr#7to 
[0065] mfc0t|13. 4-(3-^PP-4-(^P^Pbr;l/7$y^;^;V) T$7^ji/^'»-7- 

4-(3-^uti-4-(^ti^ p nt 0 /VT5y^/V^/V)T5y73iy^^)-7-yhdr^- 
6-^/y^#/V^lKK(400mg ) 0.937mmmol)^ g|at^f;^/^^K(4mL) 
^JPXL, 60 < C-e^^$^T7h o ^^7V*^(92ju L,1.124mmol\ &&x.*f-;\> 
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(2AmL)$o£TfMMMl2<D (Mi£D X^hfvfc.4-{3-?vixi-4-{Z/?xi-7vi\i°/VT^ 

y»g^ H ( &)*mfcWKmfoM%.. 60°c-e20^#b^ o isb\z:fcm.m\zffim. 

o WtfiUfc^itl£*EiU^ 60 < C-C*fe«|b, ^IBJ^S (523mg) Sr#fCo 
[0066] &3o, ^^^X/V*^^^(D 1 H-NMR(D^^^^Mi:f*WT<^i!*5^"Cfc^o 

'H-NMia^h/W (DMSO-d ) 6 (ppm) :0. 43 (2H, m) , 0. 66 (2H, m), 1. 

6 

05(3H, t, J = 7. 4Hz), 2. 38(2H, q, J = 7. 4Hz), 2. 58(1H, m) , 4. 08(3H 
, s), 6. 88(1H, s), 7. 24(1H, s), 7. 34(1H, d, J = 9. 0Hz) , 7. 60(1H, s) , 
7. 61(1H, s), 7. 88 (1H, s) , 7. 94(1H, s) , 8. 05(1H, s) , 8. 36(1H, d, J 
= 9. OHz), 8. 72 (1H, s) , 8. 92 (1H, s) 

[0067] mmummmb%MM 

a) (MMM5t^>tifth<o) , *;^f 5K^;vit©igi (c) (MMWrr* 

T*#fetbfc^CD) ©»#3£SSr, HM&7 f >f^ife0.H. Woodfb.J. Pharm. Soc. , 5 
4, 1068 (1955) £#10 fci^T^^TSOJtUfco J§#3£Sttl§#lO 

mm : m4$oE 0 ^mm^-mnmm otom&nkm (ph 

6. 8, 500mL) 
MM:3TC 

•xV^^COdl^jgS : 50rpm 

^^K&tfzmmtm-rznfccomm: icm 2 
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(HPLC<£>^#) 

#7^:Cadenza CD-18 W>'#?h&&&tiM; fa&4. 6mm, 100m 
m, $^313 n m) 

fcftj£ : 1 . 0mL/5> 
#Ktf@: 

AIS H 0:CH CN:HC10 = 990: 10: 1 (v/v/v) 

2 3 4 

B|R CH CN:H 0:HC10 =900: 100: 1 (v/v/v) 

3 2 4 

Bl^CO^ftS : 20% 
&AS:100/zL 

1£ ft : m^%%mY ($'J^$? A : 252nm) 
^— US. : 25°C 

[0068] [^1] 









(//g/5]Vcm 2 ) 




0.8 




4.7 




8.7 




11.8 


>v;Ugi£(C) 


15.5 




18.5 



[0069] \^-rti(D^<D^ e {c^d\^xh, mmw-(D^ e titm^xmmMm^±^<±M-v 

[0070] life ^rz^k±l^i±^^iaiMMM 
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o 

[0071] [^2] 















S*iMt*;t Jt^ftPal (T max ) 


(hr) 


1. 17±0. 


4 


2. 67±0. 7 


1 . 67±0. 3 


S Jfil £f + ;i Jt ( c max ) 


(ng/mL) 


53. 3±9. 


9 


480. 4±31 . 4 


397. 1 ±100. 1 


24B#^^^^fi+;i)S(c 24hr ) 


(ng/mL) 


24. 0±9, 


0 


100. 5±81. 7 


1 7. 1 ±2. 5 


AUCq 24hr 


(/ig hr/mL) 


0. 6±0. 


0 


4. 8±0. 2 


3. 0 + 0. 4 


BA 


(%) 


9. 1 ±0. 


4 


73. 5±2. 3 


46. 2±5. 9 



[oo72] \^ti<Di&<Di&Mite*5^xh. mmit<DWMib&msxm±fam*m&&£xfiB 

A^#<_h#Ut, 
[0073] jtm P«#iMfei;^B#:^#.fNffi 
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i. mnvk&jf^kwmm-.imm) 

a- 1 . 2 5°C , *B *H&g 7 5 % 
b-1. 25°C, t@*ffM^93% 

a-2. -20°C(^M) 

b-2. 25°C, ^MdOOO/V^jfc/cLT/^fg-e^, «B9) 
c 2. 25°C, 3feJW(1000/V^ 
d-2. 40°C. *B*H&g75% 

e-2. 60°C (ftffi ;fcf£U ^vVl^ifecDpftg^P^cDf^tlt, (I) t-oV ^3^1^- 
3. UT>LCK£Z)^mi l foML<D%m& 

^mm^MMu ffittmmmzxvm^mmA&Mtio (o. 05%^jkd^ 

M^(D^fm^0M(%) = (f@^ (D^f~Wk(Dyf— X 100/ { (vM^H^Ktf) 
(HPLC$J^#) 

#^:Mightysil RP-18GP (S^b^tt^^ttM; 1*1^4. 6mm, ^7^15 
Omm, n m) 

z^nm 4o°c#}£<d— mum 

m& : 1 . 0mL/5> 
A^e HO:CH CN:HC10 =990: 10: 1 (v/v/v) 

2 3 4 
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BW CHCN:HO:HC10 = 900: 100: 1 (v/v/v) 

3 2 4 

[0074] [^3] 



mm 


B;$CD;!Jt(%) 


0 


5 


3 


20 


15 


20 


30 


100 


30.01 


5 


35 


5 



[0075] &Am:10juL 

& m : m^mytftmi mm^S: : 252nm) 

4. ^xHHJJff 

619) WT<^$'J^#-efrofc 0 

^ffl : RINT-2000 (ffl^«$M«^*±§!0 
fM:CuKaI 

WUffi : 40kV 
WS^ft :200mA 

K:5° /5> 
^fiitt : 2 0 / 0 
^^f5ffl:2 0=5° —40° 
^m^y^h:0. 5° 
fcSL^y^h:0. 5° 
S3fe^y^h:0. 3mm 
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5. *$rs*.m , m 

OS*] 
[0076] [MA\ 















0.7 


c 


a— 1 


0.6 


c 


b-1 


0.7 


c 



[0077] [^5] 



[0078] \M&\ 



>Vv»Ht±^CD^^ (C) (DOSMttlfffi 











0.7 


c 


a-1 


0.6 


c 


b-1 


0.7 


c 



[0079] [^7] 











2.9 


1 




a— 1 


0.6 


c 




b-1 


0.8 


c 




















1.7 






a— 1 


1.7 






b-1 


1.4 


/3 



[0080] ^/v^^coi^ (a) , ^y^m^<D^ih (c) *5 J;t^^->/v^^coM^ ( £ ) {cm 
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[0081] [^8] 













*8TI»M*Im(%) 7R#^S(%) 




*3 SH « US 4.02 


0.3 


A 


a — 2 


3.90 


0.0 


A 


b-2 


3.95 


0.0 


A 


c— 2 


4.23 


0.1 


A 


d-2 


3.90 


0.2 


A 


e-2 


3.97 


0.2 


A 



[0082] [^9] 







(%)7K##M(%) 






2.11 


0.7 


C 


a-2 


2.10 


0.7 


C 


b-2 


2.09 


0.8 


c 


c— 2 


2.22 


0.7 


c 


d — 2 


2.06 


0.6 


c 


e — 2 


2.18 


0.5 


c 



[0083] [^10] 













0.62 


2.9 


I 


a — 2 


0.67 


3.1 


I 


b — 2 


0.66 


3.1 


I 


c-2 


0.87 


2.9 


I 


d-2 


0.61 


0.9 


c 


e-2 


0.84 


0.3 


B 



[0084] [^11] 
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fcjSfltfctl 0.55 1.7 

a — 2 0.48 2.0 

b — 2 0.46 2.5 

c— 2 0.49 2.1 

d-2 0.48 2.0 

e— 2 0.51 2.2 



B 
B 
B 
B 
B 



[0085] ^/Vf^fDW^k (A) , ^A'&^tf)^,!! (C) &£X*^-t'fl'f&&<DtfeMi ( £ ) fcM 

t@^?®Jg75%^f4 : T^1£#bfcf£^ 

[0086] MM ^/^Jfe^a(B) (^^'l6-e^^fc^(D)(DM^XM[Eljff 

, Jffi#:3%, 30%, 50%, 60%, 70%, 75%, 80%33£U ? 85%^fJfl£Lfc o 
^ofc#\ mMM^75%^oXXl80%X^y/pm^.(D^^B (B) *5J; W^/W^iStf) 

(o <Dm&m£®o, *i//i>m&<DW& (c) ^^am^ti^co *i *j-as8 

[0087] MM15^ 2j^kM^^±zkZzka^ad£M (^jfeM2£ (MU 
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Um^yhti—y— : PCT-20 m^WfflfcS&tiM) 

$!|^UJ£:30°C, 40°C, 60°C, 80<€, 120°C, 140°C, 180°C, 200°C, 205°C, 
210°C*3j:t) ? 215 <: C 

[0088] m^mmmwm) 

U&U, MMMl, 2, 3, 4, 5, 6, 7, 9, 10, ll&&Xfil2-^tbtlfd&MilZ<>^ 
Hl4QSciE0^M^— ^^^|E«$tt^^X^[lI^fa!|^(B-614 

-619) ^fi£V\ ^T<^$'Jfe#:#^fo;fc 0 

ffl =g® : RINT-2000 (ffl^mi«^*±M) 
ffflXi:CuKal 

WSJ± : 40kV 
W^^ft :200mA 

fc*£ifc*£tf>*§tilK ^F!j2i:i#feti,fc^b^*^(D^^ H *Dj;-a«^iiF!Jio-e#^ 

tbfc^/V^to^^f P^l^tTa (I) t-ov 2° 

j£Sc$5 M : 2 0 = 5° —40° 
5§tfC^yb:0. 5° 
mi^Viyh:0. 5° 
g:3fe^y^h:0. 3mm 

[0089] mmrni, 2, 3, 4, 5, 6, 7, 9, 10, li^xx^^-^nhtbt'^w^m 
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: CMX-300 (Chemagnetics) 
SS(22°C) 



feff:JKy(^f/^n^fy) (P*3*B&*P:1. 56ppm) 
^: 13 C(75. 497791MHz) 



^/k^^E— K:TOSS$!|5g 
[0099] ^^!j5^J:t/7^1#^^^^(D 13 C@^NMR^^^h/V^tL^tLlll 14*5 

[0100] [^20] 



Ib^V^K(ppm) 



169.7 

162.4 

156.3 

147.5 

142.3 

137.0 

130.1 

128.0 

123.4 

120.5 

114.6 

102.3 

98.4 

58.8 

39.2 

23.8 

9.9 

5.7 
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^>;ui£i£(c) 

'fb^V^h(ppm) 
170.9 
166.1 
160.2 
155.3 
148.1 
144.6 
142.4 
136.8 
130.3 
126.6 
122.9 
121.4 
115.9 
105.6 

97.0 

57.4 

39.3 

21.9 

7.8 



[0102] m^&§L^-<?h/V(Dmi£) 

tcl^V \ FT— IR Spectrum-One (/^^yxyW-^t^^liS) £/l V 
$!|^igH4000— 400cm~\ t^4cm _1 ^f ofc c 
[0103] mMM5^ 6, 7, 10, llte£Xfl2^nhfrlfc&l!g£h<D^m&^?b^&^tl 
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Mfc(cm" 1 ) 


%T 


Sttcm" 1 ) 


%T 




%T 


iffltcm" 1 ) 


XT 


3423.95 


95.31 


1454.93 


79.66 


1053.79 
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3387.99 
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1417.85 
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90.15 


1211.19 
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849.08 


79.00 
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88.25 


1185.21 


72.85 


823.54 


86.89 


446.12 


77.77 


1587.67 


89.60 


1151.72 


68.76 


770.37 


80.47 


419.73 


79.39 


1528.85 


75.23 


1132.10 


77.56 


746.03 


83.64 




1474.24 


89.39 


1094.87 
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720.92 


92.81 
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/JX 5?X V O (1 1 y 




i^Sfrin" 1 ) 

WX3S* will / 


%T 

/U 1 


WX >X \ 0 1 1 1 ) 


>» i 


SiKcm" 1 ) 


%T 


3397 97 


86 39 


1505 67 


75 91 


1057 74 
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601.50 


59.64 


3319.94 


84.81 


1474.53 


73.63 


1030.17 


53.75 


547.68 


44.53 


3177.53 


83.45 


1453.55 


63.44 


989.94 


65.62 


526.55 


45.99 


3096.06 


83.80 


1416.08 


65.42 


971.08 


73.93 


482.62 


58.93 


2159.87 


91.01 


1396.67 


60.87 


909.73 


61.10 


471.45 


60.44 


2032.91 


90.61 


1350.85 


66.67 


876.69 


74.65 


444.14 


59.99 


1749.63 


86.77 


1284.69 


68.19 


844.04 


65.31 


423.38 


58.76 


1724.72 


86.69 


1260.86 


62.02 


798.03 


71.63 




1683.59 


71.59 


1223.56 


52.48 


772.20 


68.51 


1641.48 


62.67 


1201.48 


57.53 


717.29 


75.90 


1605.84 


67.15 


1186.05 


55.01 


686.79 


66.91 


1585.45 


65.70 


1146.06 


51.51 


668.46 


68.22 


1557.92 


64.45 


1091.15 


69.64 


650.21 


68.04 
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;Jx1&(cm~ 1 ) 


%T 


^(cm" 1 ) 


%T 


;Jxtfc(cm- 1 ) 


%J 


&$l(cm- 1 ) 


%T 


3422.06 


93.12 


1385.04 


83.40 


931.15 


91.11 


527.37 


71.96 


3303.44 


89.24 


1355.81 


74.56 


909.24 


84.55 


514.22 


64.33 


3128.13 


92.01 


1319.88 


77.31 


885.60 


88.76 


476.26 


89.39 


2595.94 


92.67 


1296.55 


77.66 


872.37 


82.05 


460.92 


87.09 


2276.37 


95.87 


1253.87 


64.28 


838.72 


77.28 


446.30 


84.63 


2051.39 


95.50 


1199.61 


71.21 


779.73 


90.55 


429.94 


87.20 


1694.09 


72.13 


1187.91 


69.92 


741.49 


76.67 


416.02 


78.03 


1644.75 


84.09 


1139.76 


64.85 


723.87 


81.99 




1588.32 


83.16 


1092.92 


83.86 


676.10 


84.75 


1529.21 


65.27 


1066.96 


88.29 


599.47 


91.23 


1457.83 


69.69 


1055.19 


86.48 


578.37 


80.13 


1426.95 


85.03 


1028.72 


62.50 


552.44 


80.28 


1400.48 


72.09 


996.79 


86.93 


537.09 


74.86 
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x$/;HMl(j8) 




%T 


;JS^(cm" 1 ) 


%T 


iSttcm" 1 ) 


%T 


»»(cnf 1 ) 


%T 


3303.18 


78.44 


1426.27 


66.22 


1033.17 


38.75 


612.89 


65.29 


3107.11 


84.00 


1398.05 


55.56 


985.47 


65.92 


591.48 


61.15 


3000.63 


87.00 


1355.93 


50.43 


945.83 


78.73 


578.14 


47.06 


2931.74 


88.33 


1309.97 


80.04 


910.85 


56.84 


551.71 


51.97 


2582.21 


87.39 


1281.20 


64.46 


892.18 


69.98 


529.84 


43.75 


2260.15 


91.52 


1241.00 


51.31 


871.99 


76.39 


518.10 


46.42 


2040.56 


90.88 


1205.77 


45.41 


840.95 


59.27 


468.69 


66.48 


1968.01 


91.72 


1184.19 


43.37 


830.58 


55.72 


457.49 


62.27 


1689.52 


55.42 


1151.28 


55.33 


788.17 


78.25 


446.73 


65.90 


1647.24 


71.29 


1131.31 


44.71 


763.00 


78.08 


430.38 


71.60 


1587.52 


70.97 


1086.08 


65.79 


741.34 


50.54 


405.91 


50.91 


1524.38 


57.93 


1061.38 


70.95 


682.32 


67.23 




1453.72 


46.32 


1049.91 


62.19 


644.25 


70.08 



[ono] m%m&.vo<Dm&) 

lmgte 

4-(3-^pp-4- (^nyn^TV^M^) T^yy^y^ciy) -7-p*HF">- 
6-^r/y^/V^i^5K *?>^V-fc>mM<D^Mi (C) (WT. WMi (C) ) 24g£M 

7^mm^m(^Mtp5±m. fSp^aerosilcm^ii^oo. b^t^^j/v 

mfP^^XH^^±)1236g N Igfi-fe/Ha— *(ffl&ffl, jgp^Ttf-fe/VPHlOl 
, jlft^Xt^^lt) 720g, tKd^^ntVVt/VP- *GI££*!l, fSb^HPC 

anu^ (o frsm-rzmmm&mto z<Dmzm&m&$fflm (6o°o 

^(^^^IJ, l^pp^Ac-Di-Sol, FMC International Inc. ) 120g, !7-^/V@| 
^Ty/^hyr>A(?f^J, JRS Pharma LP) 36g^20L^^^— ^ 

M=*—^^W.X\ =«— T-f^WibVXioo/ojrs^yMtt— (opadry 03F 

42069 YELLOW, B^^^tt^^^TK^^fflV^T, ^J^n— 
U lffifcfc«9^®fil05mg(D=i— ^^^Sr#fc 0 
[0111] lOmg^ 

Ib^h (C) 60gi!4i^Ke»^^ (-^/Hbl^ih^J, jSn^p^ AEROSIL (»MJD 20 



WO 2005/063713 



61 



PCT/JP2004/019223 



0, 0;fcTMiM4fc£^M c ±)192g£r2OL;*— a?— ^fif— XW&'&, ££>^D— v 

/KJK^ij, j^b^xMSfcfcS^lfc) i200 g , 3Bffi-fe/H3— ^(ja^RJ, i& 

p^Ttfir/VPHlOl, W^XH^^:^±) 720g, tKn^r^nlf/l^fe/Ha— .x ( 

^?j-;v%mmm\\^& (c) ^^-r^w^m^ntio ^&mm%m^m 

^;Mn-^tW!?A(|i|lJ, j^B^^Ac-Di-Sol, FMCInternational Inc. ) 
120g % ^7^/^^TT])/^h]}^^(^ViM, JRS Pharma LP)36g^20L^^ 

^— ^e^— KAjvtm-a^ tt*etsi"cjBM£u i££&fc^jcfi4oom g (z>iS£ij&- 

PADRY 03F42069 YELLOW, 0 ^X^l^fc&g-W) tKMW^M^ ^t, ^FJ 
[0112] lOOmg^ 

3(SS(C)31. 4g^*e«^lft(y/WbS&it^l, |Sp b p^AEROSIL(MWJ|) 
200, 0*TOT^«c^|fc)4gSrlLXw?— *3MJ— -C^gL *S*y 
^^7K^^/^->A(W^J, mfP^^XHtt^tt)40. lg, MmfcKndfiy 
:7°PtVM?/Vn— ^(Jjg^J, ^bUL-HPC(LH-21), ft Mte^xi£#c5£^±) 
lOg, fcKndrv^ntVV-fe/Vn— ^(^^J, jSp^HPC-L, P^Wittt^tt) 
3g^P^.T^b7c 0 4ffi*^y-/V^ag*»L^^ H (C) 

mm&ntco ^.^nm^m^mmwoxMrn^ ^u—^/^m^xwm^ 

, mn&ntz-o iOitttti^ ^n^/l^n— ^WJ^0H«SI, j^p^Ac-D 
i-SoL FMC International Inc. ) 10g, (Wt^RM. J 

RS Pharma LP) 1. 5g^-^, £T^H-eM^U l^&fc^ff *400mg<D^ 

[0113] 4-(3-^nn-4-(^n^°intV^T$y^77V^/V) T^J^^J^y 



WO 2005/063713 62 PCT/JP2004/019223 



WO 2005/063713 63 PCT/JP2004/019223 

[I] 4-(3-^nn-4-(^P7 P ntVV7^*;^^) T^/-7^/^)-7-^h^- 

[5] 4-(3-^pp-4- (^^d^ntVVT^y^/V^— /V) T^/^/^) -7-p* h^r^- 

[6] 4-(3-^nn-4-(^ti7°tit:VVT5y^7/V^/V) T5y^^y^r^)-7-^hdr^- 

[7] 4-(3-^uti-4-(^ti^ntVVT^y^7/V^— /V) T^jy^^)-7-^Y^- 

[8] 4-(3-^da-4-(^a7°ntVVT^y^;/V^/V) T^^^/^)-7-^h^- 

[9] 4-(3-^pp-4- n^VtVVT^y^/V^— /V) T57^^y^r^) -7-^h^rv^- 

[io] m^mm^xK^x, m^s^e +0. 2 0 )9. 65° ^ms. 37° ^m$ff 

[II] ^H^M^^i^^h/M^V^T, ^^^h^)162. 4ppm, $J128. Opp 
m, ^102. 3ppm:feJ;tJ^9. 9ppm^t°— ^^fi^, ff ^MAUWL<D^Mi (A) Q 

[12] ^^Ml^^h/M^V^T, ^#:ll61±lcm" 1 *Dj:t) ? 1044±lcm" 1 ^®lt3lt o 

— ff^^fEicO^^B (A) 0 
[13] *&7fcXi|&0^fc::fcVvr, HI^S(2 0 ±0. 2° )5. 72° *3«fcm3. 84° ^0#r 



WO 2005/063713 64 PCT/JP2004/019223 

[14] 0f\-V£t$L*^?hMZ$5\^X, ^^Cl068±lcm _1 *5J:tJ ? 918±lcm _1 ^^l|Xt°— 

[15] m^xmmm^^^x^ 0^^(20 ±0. 2 0 H4. 20 0 ^xxfu. 59 0 \zm 

[16] 13 CmW-WMM.^M^^hM^\^X, it^~7b%llQO. 2ppnu ^126. 6pp 
m,^105. 6ppm*5j:tJ?^)7. 8ppm}Of — y^i"^ ff ^Il4fE^<D|£^ (C) c 
[17] fc^m.$LX'<?hMC3o\ NT, ^^Cl324±lcm" 1 *Dj:tJ ? 579±lcm _1 ^Mt°— 

[18] fe v ^X^[SI$fr^*5VNT. 0^^(2 0 ±0. 2° )8. 02° *5j;tFl8. 14° ^0#r 

[19] ^^XHHIifr^VNT, HI$ff^i^(2 0 ±0. 2° )9. 36° $o£.T$12. 40° ^0#r 

[20] ^^®^^h/K-*5V ^T, ^^Cl750±lcm" 1 *5J:tJ ? 1224±lcm _1 ^®I|Xl: 0 

f«3S7fE«c(D^| 3 H (l) 0 
[21] ^X^0Jffi-*5VNT, HI^S(2 0 ±0. 2° )15. 70° *5i:^17. 18° \ZM 

ffi¥—?&m'tZ>. ft ^II8|B*(D^^ ( a ) 0 
[22] ^^Ml^^yh/MC^V nT, ^#:1320±lcm" 1 *Dj:t) ? 997±lcm~ 1 ^®lRt o — 

[23] ^X^0$fr^*5VNT, micfTft&(2d ±0. 2° )6. 48° :2o£^9. 58° IzMtft 

y£#i-&, mmmmm.(DifeMi ( 0 )„ 

[24] ^^RU^^YMZ.^d\^X, ^#:1281±lcm _1 *Dit) ? 985±lcm" 1 ^®l|Xt 0 — 

y^TT^ ft^JR8fE*fe(D^^ ( (3 ) 0 
[25] 4-(3-^cia-4-(^ti7°ntVVT^y^;/V^/V) T5:y:7;ny3r»-7-yh3r>- 

ti^i-s, 4-(3-ynn-4-(v-ytiy 0 cit:Vkr5y^7/v^/v) r^y^y^) -7-y 

[26] 4-(3-yuti-4-(^yti^ntVVT^y^7/V^— /V) T^y^^ydr^)-7-yhdr^- 



WO 2005/063713 65 PCT/JP2004/019223 

4-(3-?uu-4-<^?uy a v\i 0 /VT^;3J;VT$~;v) T^;y^.J^y)-7-* 
[27] 4-(3-yun-4-(^n:/ntVKr$/#/l^vV) T^y^/^) -7-y^3rv'- 

b) <Dm&-%Wi 0 

[28] 4-(3-^nn-4-(^i37 P ntVVT^y^7/V^— /V) T5y^*/3r">')-7-,?*Hf">- 

MWctZ>Z.b&%m£tZ>, 4-(3-?nn-4-(^n:/nfc7VT^/#/v^/v) T*/ 
y^^-y) -7-^b^y-6-^yV^/^^^ *?>x/v^W&<D%£Mi (c) <d 

[29] 4-(3-^cit2-4-(v/^ti^°ntVkT^y^;/V^/V) T3:/:7;n/3r^)-7-^h3r^- 

6-^/y^#/v^1^K *?>^/v^Wi(DWW3um(DWMi (I) *5J;t^jKSriS-a- 

ydrv') -7-y ^/v^^^^K ^^y^Myit©igi (c) ©1 

[30] 4-(3-ycia-4-(^yti^ntVkT^y^;/V^/V) T^y^^y^r^)-7-yh^r^- 

6-^yy^/v#^5:H\ g^^w^^/v^^^u mu^^b^m 

Wtb1rZ>, 4-(3-^n-4-(^n:/ntVvT5/#/i^vv) T^/y^-S^y)-7-* 
[31] 4-(3-yati-4-(^yti^atVkT^y^;/V^ IV) T^/7*.;3ci/)-7-yy^i/- 

6-df-yy^/k^-y-^K y^^/v^^^i^ti, (b) ^mm-^b^mmbir^, 

4- (3-y nn-4- ny°xi}i°jVT*/Jj/V~>$^;V) TS.Sy^/%- vO -7-^h^V-6 

-=¥yy^7^^^K y^^/v^^^(D*g^ B (c) (z>^5t^fe 0 

[32] 4-(3-yun-4-(^yti^ p nt 0 /VT5y^/V^/V) T5>^73iy^V)-7-^h^V- 



WO 2005/063713 66 PCT/JP2004/019223 

[33] 4-(Z-?uu-4-(i/?n'7xi\i°/VT^;jJ/VTS~;V) T$S7^S*-i/)-7-*h*is- 
[35] 4-(3-^on-4-(^o7 p ntf;l/n/*M-;V') T^/:7;n/3r» -7-^3r>- 

4-(3-^Dt3-4-(^n7 B ntvv7^*;v#^;v) T^y^/^v-)- 

6-^7 y^#/i^r IKK, WWt&£X$^?l/*sv^m$:m&^ MM^^t^: 
WWttirZ), 4-(3-ynn-4-(v/yn^°tifcVVT^y^/^^/V) T^/^/dr -7 

[37] ft^iIl-24V>-f^^HlfE«(D^^^^-r§|S^M^ 0 

[38] M^iii-24v^^^nitE«(o^^^^-r^, ihWffi%.mmftm^W£ 

[39] fjt^l-241 ^^^l^lBfttD^^^^i-^jfiLWff^P-B-W^Jo 
[40] ff 5£iJCl-24V ^-r^^HlfB^^^^^^i-S^lll^Jo 

[41] mmtmmm. nm, ±mm. m^mm. mm, mm. mmm. stm^ft 

mmm^&%m>ktK4omM<vm.mmM 0 
[42] m^iii-24v ^tifrimmm^&^mirzih^mmmmo 
[43] t»^in-24v ^-m^immm^^^mir^mm^mmmo 



WO 2005/063713 



67 



PCT/JP2004/019223 



[44] m #3Si-24i ^tbfri&m&<nw&tt^zmmfawm&mt3>mWo 

[45] «^i-24v ^M*i&ffi&<DW&ttm^zmmffi^mmmmMo 

[46] it 24v ^-rn^immm^^^ir^m^m&mmMo 

[48] ft ^3gl-24V ^^^lTOiJ^fi^^ST^n— Att»m«>fkf&«S^Jo 

[49] M^l— 24V^^^lTO«<DM^0^3®^Kj^rStl*^m#^^LT. jfo. 

[50] jfiLiffr^iMfM^^^ 

^1— 24V W4SISMI©^o 



WO 2005/063713 



1/21 



PCT/JP2004/019223 



ran 




0 4 8 12 16 20 24 



mm (hr) 



2/21 

WO 2005/063713 PCT/JP2004/019223 

[02] 




[sdo] A1ISN31NI 



3/21 




[sdo] A1ISN31NI 



4/21 

WO 2005/063713 PCT/JP2004/019223 



[04] 




[sdo] A1ISN31NI 



5/21 

WO 2005/063713 PCT/JP2004/019223 



[05] 




[sdo] A1ISN31NI 



6/21 

WO 2005/063713 PCT/JP2004/0 19223 



[06] 




o 
o 
o 

CO 



o 
o 
o 

CD 



o 
o 
o 



o 
o 
o 

CN 



[SdO] A1ISN31NI 



7/21 




[sdo] A1ISN31NI 



8/21 




[sdo] A1ISN31NI 



10/21 

WO 2005/063713 PCT/JP2004/019223 




11/21 




[sdo] A1ISN31NI 



12/21 



WO 2005/063713 



PCT/JP2004/019223 



mw 




CD 
CM 



[sdo] A1ISN31NI 



13/21 



WO 2005/063713 



PCT/JP2004/019223 



[013] 




CD 
CM 



[sdo] A1ISN31NI 



14/21 

WO 2005/063713 PCT/JP2004/0 19223 



[014] 




15/21 

WO 2005/063713 PCT/JP2004/019223 



[015] 




16/21 




17/21 

WO 2005/063713 PCT/JP2004/0 19223 



mm 




WO 2005/063713 



18/21 



PCT/JP2004/019223 



[018] 





19/21 

WO 2005/063713 PCT/JP2004/019223 



[019] 




20/21 




21/21 

WO 2005/063713 PCT/JP2004/0 19223 



[021] 




INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/019223 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 C07D215/48, A61K31/47, A61P9/10, 17/06, 27/02, 29/00, 35/00, 
43/00 



According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

Int. CI 7 C07D215/48, A61K31/47, A61P9/10, 17/06, 27/02, 29/00, 35/00, 
43/00 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
REGISTRY (STN) , CAPLUS (STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


X 


WO 2002/032872 Al (Eisai Co., Ltd.), 
25 April, 2002 (25.04.02), 

Full text; particularly, Claims; example 368 
& EP 1415987 Al & US 2004/053908 Al 
& AU 2001095986 A 


1-48, 50 


P,X 


WO 2004/101526 Al (Eisai Co., Ltd.), 

25 November, 2004 (25.11.04), 

Full text; particularly, Claims; examples 

(Family: none) 


1-48, 50 


P,X 


WO 2004/080462 Al (Eisai Co., Ltd.), 

23 September, 2004 (23.09.04), 

Full text; particularly, Claims; examples 

& US 2004/253205 Al 


1-48, 50 


1 x 1 Further documents are listed in the continuation of Box C. 


1 1 See patent family annex. 




* Special categories of cited documents: 

"A" document defining the general state of the art which is not considered 
to be of particular relevance 

"E" earlier application or patent but published on or after the international 
filing date 

"L" document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or other means 

"P" document published prior to the international filing date but later than the 
priority date claimed 


"T" later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

"Y" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

document member of the same patent family 


Date of the actual completion of the international search 
24 February, 2005 (24.02.05) 


Date of mailing of the international search report 

15 March, 2005 (15.03.05) j 


Name and mailing address of the ISA/ 

Japanese Patent Office 


Authorized officer 




Facsimile No. 




Telephone No. 





Form PCT/ISA/210 (second sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/019223 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


P , X 


WO 2004/039782 Al (Kirin Brewery Co., Ltd. ) , 
13 May, 2004 (13.05.04), 
Full text; particularly, Claims 
(Family: none) 


1-48,50 



Form PCT/ISA/210 (continuation of second sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2 0 04/01 9223 



Box No. II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

L [3 Claims Nos.: 4 9 

because they relate to subject matter not required to be searched by this Authority, namely: 
Claim 4 9 pertains to methods for treatment of the human body by surgery or 
therapy and thus relates to a subject matter which this International Searching 
Authority is not required to search. 

Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3- I 1 Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box No. m Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



i. □ As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 



claims. 



2- □ As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment of 
any additional fee. 

3. □ 

As only some of the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest I — I The additional search fees were accompanied by the applicant's protest. 

I — I No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (2)) (January 2004) 



m 



H^ttJM## PCT/JP2004/0 1 9 2 2 3 



A. 3SM©JR-t-S45-!ff©^« (SRHSffF^SS (IPC) ) 

Int. CI 7 C07D215/48, A61K31/47, A61P 9/1 0, 1 7/06, 27/02, 29/0 
0, 3 5/0 0, 4 3/0 0 

B. fffi^grfTpfcrft-SP 

«Sr=frofc*/M5fi» (BNPNfflF&H (IPC) ) 

Int. C 1 7 C 0 7D 2 1 5/4 8, A6 1K3 1/4 7, A6 1 P 9/1 0, 1 7/0 6, 2 7/0 2, 2 9/0 
0, 3 5/0 0, 4 3/0 0 



REGISTRY (STN) , CAPLUS (STN) 



C. 



X 



PX 



WO 2002/032872 Al (^— t*V#c5£#£fc) 2002.04.25 
&EP 1415987 Al &US 2004/053908 Al &AU 2001095986 A 



W0 2004/101526 Al 1fV$o£#*±) 2004.11.25 



1-48, 50 



1-48, 50 



x 



^ ^ i j^j 5c ^ ©^/x^y — 
CB*«rfd-t-) 



r&j n— /-?fvf7r5 y—Xffi. 



24. 02. 2005 



15. 3. 2005 



n&mGQHf (i sa/j p) 

§|$"E#-§- 100-8915 



4 P 



9 6 3 8 



3-5§- 



03-3581-1101 rtlft 3 4 9 2 



fSPCT/ISA/2 10 (12^- $>) (2004^1^) 



33 



1=1 



HBRtttK#-f- PCT/JP2004/0 1 9 223 



C GR#).. 



7p 



PX 



PX 



WO 2004/080462 Al IfV^o^tt) 2004.09.23 

&US 2004/253205 Al 



1-48, 50 



WO 2004/039782 Al (AKft 

(77 ^ y-^u 



:MI^^^±) 2004. 05.13 



1-48, 50 



SPCT/ISA/2 10 (112^—^(75;^) (2 0 04^1J) 



'BKfcUJfiS* PCT/JP2 0 04/0 1 9 22 3 



1 . |2<J Jf^o 



4 9 



2 . □ !»3£<£>$i 



3 . □ M*0 



nmm^mmxho x p c Tame. 4(a) ©sr 2 3 xoMfet 



Bete*** «fc 5 te r oH^ffin z^JLh©»W«J ft, 5 i olBSilftlfefc, 



1- D W*A^^S^J^S^M^^T«WrtiC^#L>cO-T?, £©EBRM*#tt, ^T©WTOfeI»* 



2. □ a*»^»3W-*rK*t-S* , T?.tift<, ^T©IttW*lll^*OttBBteoV^T■l^5ti«^*fc©■T• » 



3. □ WMA^^S^iiiPliS^M^-^o^L^^P^rttclW+b^d^TtOT', i©Bl^fi»^« 5^fctt<Dtt 



4. □ ffi«A^SJ&iiiPlW*^^^|iBrticj(^u*^ofe©T? % £©@RSI 



□ iiwwtfcj&coirttt *t mm Ad* t>Si$4t^fcofe 0 

SPCT/ISA/2 10 (2) ) (20 04^1^) 



